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General information
Medium pressure liquid chromatography was performed using an Isolera One system equipped with a dual wave-length UV detector from Biotage and Biotage SNAP Ultra columns. For purification via preparative TLC, silica gel plates (EMD, 1 mm, 20 × 20 cm) were used, which contained a fluorescence indicator F254. Column chromatography was carried out using silica gel 60, EMD Milipore. All solvents were purchased from EMD Millipore Corporation and used as obtained. Deionized water was purified by a Millipore Milli-Q filtering system equipped with one carbon and two ion-exchange stages. All mass spectral measurements were performed by Apex-ultra 70 hybrid fourier transform mass spectrometer (Bruker Daltonics) at Rutgers University-Newark. All NMR spectra were recorded on a Bruker Avance 500 MHz instrument. Residual solvent signals were used as a reference. All UV measurements were performed on a Cary 300 Bio spectrometer from 
Critical Aggregation Concentration, Hemolytic Activity and Cytotoxicity
Measurements.
Determination of Critical Aggregation Concentration (cac) of AmB, 1a, 1b, 1c and 1d.
Solutions of AmB, 1a, 1b, 1c and 1d in DMSO (Sigma-Aldrich) were prepared having a concentration of 1.00 mmol/L. Aliquots (1-10 µL) were then introduced into test tubes containing 0.750 mL to 5.88 mL of phosphate-buffered saline (PBS), pH 7.4 at 37°C to give concentrations ranging from 0.17 to 13.1 µM. After vortex mixing for 10 s, the solution was transferred to a 1.60 mL UV cuvette that was maintained at 37 o C. The UV spectrum was then recorded in the range of 250-550 nm. The absorbance at 409 nm was plotted as a function of the reciprocal value of the concentration of AmB and the critical aggregation concentration of 1a, 1b, 1c and 1d was then determined, graphically, using methods previously described.
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Hemolysis measurements. Sheep Red Blood Cells, 10%, in saline (Innovative Research, Novi, MI), were diluted saline (pH 7.4) to a concentration of 4%, which corresponds to 4 x 10 7 cells/mL. All measurements were carried out in duplicate. Solutions of Amphotericin B (Sigma-Aldrich) were prepared by adding 10 µL of a DMSO solution containing a given concentration of the antibiotic (i.e., ranging from 0.2 mM to 100 mM) to 490 µL of PBS.
After the resulting solution was vortex mixed for 30 s it was incubated at 37 o C for 15 min.
The resulting solution of antibiotic (500 µL) was then mixed with 500 µL of the 4% erythrocyte dispersion at 37 o C in a 1 mL plastic centrifuge vial to give a dispersion that was vortex mixed at slow rate for 5 s. After 1 h of incubation at 37°C, all samples were centrifuged (1500 g, Eppendorf centrifuge 5415C, 5000 rpm ) at rt for 6 min. The supernatant (~ 0.7 mL) from each plastic vial was carefully separated from sediment using a disposable glass pipette and quickly transferred to test tube. A volume of 100 µL of this supernatant was SI-9 then transferred to a UV cell containing 500 µL of PBS that was maintained at 37 o C. The UV spectrum was then scanned (450-650 nm) and the absorbance at 575 nm used to determine the extent of hemolysis. 
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Cell Culture
Human embryonic kidney 293T cells were cultured in Dulbecco's modified Eagle's medium (DMEM) supplemented with 10% FBS, 100 U/mL penicillin, and 0.1 mg/mL streptomycin in a humidified atmosphere of 5% CO 2 at 37 °C.
Anti-Proliferation Assay
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HEK293T cells were seeded in 96-well plates at a density of 10, 000 cells/well and incubated overnight. Prior to treatment, constructs were dissolved in DMSO to obtain 21 mg/mL aliquoted stock solutions. Appropriate volumes of these stock solutions were added to DMEM media so the final concentration of DMSO was equal to 1%. After removal of cell media, 200 µL of treatment solutions were added to each well and incubated at 37 °C for 72 h. After treatment, the media was removed and the cells were washed with 100 µL of complete DMEM. Next, 100 µL of complete DMEM was added to each well. Cell viability was determined using the colorimetric MTT assay, in which 10 µL of a 5 mg/mL MTT stock 
